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PRIORITY APPLN. INFO. : US 2000-216760P 

US 2001-275576P 

OTHER SOURCECS): MARPAT 136:102232 

AB 7-Sub3tltuted tetracycline derivs., such as I [R7 - N02, alkyl, alkenyl, 
alkynyl, aryl, alkoxy, alkylthio, alkylsulfinyl, alkylsulf onyl, 
alkylamino, arylalkyl, aiaino, arylalkenyl, arylalkynyl, aminoalkyl, etc.], 
were prepd. for therapeutic use as antibacterial agents. Thus, 
7-phenylsancycline I (R7 - Ph) was prepd. in 42* yield by arom. coupling 
reaction of 7-iodosancycline 1 (R7 - iodo) with PhB(0H)2 using Pd(0Ac)2 
and Na2C03 in HeOH under an argon atra. at r.t. for 2 h. The prepd. 
tetracycline derivs. were tested for antibacterial activity against 
Escherichia coli, Enterococcus hirae, and Staphylococcus aureus. 

IT 263761-01-9P 389624-24-2? 

RL: (Pharmacological activity); RCT (Reactant); SPN (Synthetic 

preparation) I THU (Therapeutic use) ; BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(prepn. of 7-3ub3tituted tetracycline derivs. for pharmaceutical use as 
antibacterial agents] 

RN 263761-01-9 CAPLUS . ^ . _ 

CN 2-Naptithacenecarboxaniide, 4- (dimechylaraino) -1,4,4a, 5, 5a, 6, 11, iZa-octahydro- 
3, 10, 12,12a-tetrahydroxy-7- (4-nitrophenyl) -1, ll-dioxo-, {4S, 4aS, 5aR, 12aS) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OH 0 OH 0 0 



RN 389624-24-2 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (diroethylaraino) -7- {5-forrayl-2-meth0Kyphenyl) - 
1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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389625-10-9P 389625-12-lP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study) ; PREP (Preparation); USES 
(Uses) 

(prepn. of 7-3ub3tituted tetracycline derivs. for pharmaceutical use as 
antibacterial agents) 
RN 263760-96-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1,4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-l, ll-diQxo-7-phenyl-, (4S, 4aS, SaR, 12aS) - (9CI) 
(CA INDEX NAME) 

Absolute Stereochemistry. 




OH O OH 0 0 



RN 263760-98-1 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- (4-fluorophenyl) - 

1, 4,4a, 5, 5a,6, ll,12a-octahydro-3, 10, 12, 12a-tettahydroxy-l , 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F 




OH 0 OH 0 0 



RN 263760-99-2 CAPLUS 

CN 2-Naphthacenecarboxamide, 7-{4-chlorophenyl) -4- (dimethylamino) - 

1, 4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l , 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 
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Cl 




OH 0 OH O O 



RN 263761-02-0 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- [4- (dimethylamino) phenyl] - 
1, 4, 4a, 5, 5a,6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS}- {9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 




OH 0 OH O 0 



RN 380435-62-1 CAPLUS 

CN 2-Naphthacenacarboxamide, 4- (dimethylamino) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10,12, 12a-tetrahydroxy-7- (3-nitrophenyl) -1 , 11-dioxo-, (4S, 4aS, SaR, 12aS) - 
(9C1) (CA INDEX NAHE) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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O2N. 




RN 38005-63-2 CAPLUS 

CN 2 -Naphthacenecarboxaiid.de, 7- (3-aminophenyI) -4- (dimethylaraino) - 

1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
{4S,4aS,5aR,12aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 380435-65-4 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (2-chlorophenyl) -4- (ditnethyiamino) - 

1,4, 4 a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l , 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 0 OH O O 



RN 38043S-76-7 CAPLUS 

CN 2-NaphthacenecarboxaiiLide, 4- (dimethylamino) -1,4, 4a, 6, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetcahydroxy-l, ll-dioxo-7- (4- (trif luoroniethyl)phenyl] 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH O OH 0 O 



RN 389623-67-0 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (4 -aminophenyl) -4- (dimethylamino) - 

1,4,4a, 5, Sa, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-l, 11-dioxo-, 
monohydrochloride, (4S, 4aS, 5aR, 12aS) - (9CI) {CA INDEX NAME) 

Absolute stereochemistry. 
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OH O OH 0 O 



• HCl 



RN 389623-72-7 CAPLUS 

CN Benzoic acid, 4- [ (6aS, lOS, lOaS, llaR) -8- (aminocacbonyl) -10- (dimethylamino) - 
5, 6a, 7, 10, 10a, 11,11a, 12-octahydro-4, 6, 6a, 9-tetrahydroxy-5, 7-dioxo-l- 
naphthacenyl]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH O OH 0 



RH 389623-74-9 CAPLUS 

CN Benzoic acid, 3- [ (6aS, lOS, lOaS, llaR) -8- (aminocarbonyl) -10- (dimethylamino) - 
5, 6a, 7, 10, 10a, 11,11a, 12-octahydro-4, 6, 6a,9-t«trahydroxy-5, 7-dioxo-l- 
naphthacenyl]- (9CI) (CA INDEX NAME) 
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HO2C. 




RN 389623-77-2 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (2, 4-dif luorophenyl) -4- (dimethylamino) - 
1, 4, 4a, 5, 5a, 6, 11, 12a-Qctahydro-3, 10, 12, 12a-tetrahydroxy-l, ll-dioxo-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 0 OH 0 O 



RN 389623-80-7 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- 1 3- 

{ (dimethylamino) carbonyl] phenyl) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahyd^o- 
3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, (4S,4aS,5aR,12aS)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Absolute stereochemiatry. 
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M02H' 




RN 389623-82-9 CAPLUS 

CN 2-Naphthacenecarboxaraide, 4- (dimethylamino) -7- (2-ethoxyphenyl) - 

1, 4,4a,5,5a,6,ll, 12a-octahydro-3,10, 12, 12a-tetrahydroity-l, 11-dioxo-, 
(45,4aS,5aR,12aS)> (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 389623-93-2 CAPLUS 

CH 2-Naphthacenecarboxaniide, 7- (3-acetylphenyl) -4- (dimethylamino) - 

1, 4,4a,5,5a,6,ll,12a-octahydro-3,10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS) - (9CI) (CA INDEX NAME) 



Ac 




OH 0 OH 0 0 



RN 3B9623-95-4 CAPLUS 

CN 2-Naphthacenecarboxaiiiide, 4- (diraethylatuno) -1, 4, 4a, 5, 5a, 6, 11, 12a-oct3hydro- 
3, 10, 12, 12a-tetrahydroxy-7- (4-methylphenyl) -1, 11-dioxo-, 
(4S,4aS,SaR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




OH 0 OH O O 



RN 389623-97-6 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (diraethylamino) -7- {4-ethoxyphenyl) - 

1,4,4a, S, 5a,6j 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI» (CA INDEX NAME) 

Absolute stereochemistry. 
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OEt 




OH 0 OH 0 



RN 389624-03-7 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (4-acetylphenyl) -4- (dimethylamino) - 

1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,SaR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 



Ac 




OH O OH O 0 
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0 



EtO' 




RN 389624-05-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1,4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydtoxy-7- (4-methoxyphenyl)-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OHe 




OH O OH O O 



389624-04-8 CAPLUS RN 389624-07-1 CAPLUS 

Benzoic acid, 3- [ (6aS, ICS, lOaS, llaR) -8- (atrdnocarbonyl) -10- (dimethylamino) - CN 2-Naphthacanecarboxaraido, 4- (dimethylamino) -7- (3- ethoxyphenyl) - 

5, 6a, 7, 10, 10a, 11,11a, 12-octahydro-4 , 6, 6a, 9-tetrahydroxy-5, 7-dioxo-l- 1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetcahydroxy-l, 11-dioxo-, 

naphthacenyl)-, ethyl ester (9CI) (CA INDEX NAME) (4S, 4aS, 5aR, 12aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 
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Etc, 




RN 3e962<-12-e CAPLUS 

CN 2-NaphthacenecarboxaRiidB, 7- (2, 5-dinethoxyphenyl) -4- (dimeChyland.no) - 
1,4,4a, 5,5a,6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroity-l, 11-dioxo-, 
MS,4aS,5aR,12aS)- OCI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OH 0 OH O 0 



RN 389624-21-9 CAPLUS 

CN 2~NaphthacenecarboxairLide, 4- (dimethylamino) -7-[4- (1, 1- 

dimothylethyl) phenyl] -1,4, 4a, S, 5a, 6, 11 , 12a-octahydro-3, 10, 12, 12a- 
tetrahydroxy-l,ll-dioxo-, (4S, 4aS, 5aR, 12aS) - (9CI) (OA INDEX NAME) 

Absolute stereochemistry. 




OH O OH 0 O 



RN 389624-13-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino] -7- (3, S-dimethylphenyl) - 
1, 4 ,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



t-Bu 




OH 0 OH 0 O 



RN 3B9624-22-0 CAPLUS 

CN 2-NaphthacenecarboKamide, 7- t5-chloro-2-methoiryphenyl) -4- (dimethylamino) - 
1, 4 ,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10,12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Aosolute stereochemialLy . 
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RN 389624-23-1 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (4 -cyanophenyl) -4- (dimethylamino) - 

1,4, 4 a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- to trahydroxy-1, 11-dioxo-, 
(4S,4aS, 5aft, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CN 




OH O OH O O 



RN 389624-28-6 CAPLUS 

CN 2-NaphthacenQcarboxamlde, 4- (dimethylamino) -7- (3-formylphenyl) - 

1,4, 4 a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 
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RN 389624-29-7 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- (4-formylphenyl) - 

1,4, 4a, 5, Sa, 6, 11 , 12a-octahydro-3, 10, 12,12a-tetrahydroity-l, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 0 OH O O 



RN 389624-34-4 CAPLUS 

CN 2-Naphthacenecarboxamide, 7-(3- (acetylamino) phenyl} -4- (dimethylamino) - 
1, 4, 4a, 5, Sa, 6, 11, 12a-octahydro-3, 10, 12, 1 2a- tetrahydroxy-1, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- {9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 3S9624-45-7 CAPLUS 

CN Benzoic acid, 4-[ (6aS, lOS, lOaS, llaR) -B- (aminocarbonyl) -10- (dimethylainino) - 
5, 6a, 7, 10, 10a, 11, 11a, 12-octahydro-4, 6, 6a, 9-tatrahydroxy-5, 7-dio)co-l- 
naphthacenyl] - (9CI) (CA INDEX NAME) 

Absolute atoreochemistry. 




OH 0 OH 0 O 



RN 389624-54-8 CAPLUS 

CN 2-NaphthacenecarboKaitiide, 4- (diraethylanino) -1, 4, 4a, S, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroKy-l, ll-dioxo-7- [3- (1-pyrrolidinylmethyl) phenyl] 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 389624-55-9 CAPLUS 

CN 2-Naphthacenecarboxaraide, 4- (diraethylamino) -1, 4 , 4a, 5, Sa, 6, 11, 12a-octahydro 
3,10,12, 12a-tetrahydcoity-l, ll-dioxo-7- [3- 1 { (phenylraethyl) amino] methyl] phen 
yl]-, (4S,4aS,5aR, 12aS)- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 389624-57-1 CAPLUS 

CN 2-Naphthacenecarboxamide, 4-(diroethylaiiiino)-7-{3- 

[ (dimethylamino) methyl] phenyl] -1, 4 , 4a, S, Sa, 6, 11, 12a-octahydro-3, 10, 12, 12a- 
tetrahydroxy-1, 11-dioxo-, (4S, 4aS, 5aR, 12aS) - (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me2N' 




RN 389624-SB-2 CAPLUS 

CN 2-Naphthacenecarboxainide, 4- (dimethylamino) -1,4, 4a, 5, Sa, 6, 11, 12a-octahydro- 
3, 10,12, 12a-tetrahydroxy-l, ll-dioxo-7- [3- (1-piperidinylmethyl) phenyl]-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 389624-59-3 CAPLUS 

CN 2-Naphthacenecarboxamido, 4- (dimethylamino) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-7- [3- (4 -morpholinylmethyl) phenyl] -1, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




L3 ANSWER 1 OF 6 CAPLUS COPYRIGHT 2002 ACS (Continued) 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




RN 389624-81-1 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10, 12, 12a-tetrahydroxy-7-(2-methoxy-5- (1-piperidinylmethyl) phenyl] -1, 11- 
dioxo-, (4S,4aS,5aR,12aS)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 389624-82-2 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1,4, 4a, 5, 6a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-7>(2-[Bethoxy-5- [ [ (2-methylpropyi) amino] methyl) phe 
nyl]-l, 11-dioxo-, (4S, 4aS, 5aR, 12aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 389624-69-5 CAPLUS 

CN 2-Naphthaconecarboxamide, 7-(3- ( ami n oca rbonyl) phenyl] -4- (dimethylamino) - 
1, 4, 4a, 5, 5a, 6, 11, 12a-occahydro-3, 10, 12, 12a-tBtrahydroxy-l, li-dioxo-. 
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RN 3S962<-90-2 CAPLUS 

CN 2-Naphthacenecarboxamido, 4- (dimethylamino) -7- (5-{ [ [ (3- 

fluorophenyl) methyl] amino] methyl] -2-methoxyphenyl] -1, 4 , 4a, 5, Sa, 6, 11, 12a- 
octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, (43, 4aS, 5aR, 12aS) - (9CI) 
(CA INDEX NAHE) 

Absolute stereochemistry. 




RN 389624-91-3 CAPLUS 

CH 2-Naphthacenecarboxamide, 4- (dimethylamino) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-7-[2-n)ethoxy-5- [ [ (2-phenylethyl) amino] methyl] phen 
yl]-l,ll-dioxo-, (45, 4aS,5aR, 12aS) - (9CI) (CA INDEX NAHE) 

Absolute atereochendstry. 




RN 389624-92-4 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- [5- [ ( (2- (4-chlorophenyl} ethyl} amino] methyl] -2- 
methoxyphenyl] -4- (dimethylamino) -1,4, 4a, 5, 5a, 6, 11, 12a-octahyd^o- 
3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, (4S,4aS,5aR,12aS)- (9CI) (CA INDEX 
NAHE] 

Absolute stereochemistry. 




RH 389624-93-5 CAPLUS 

CN Glycine, N-t [3-t (6aS, lOS, lOaS, llaR) -8- (aminocarbonyl) -10- (dimethylamino) - 
5, 6a, 7, 10, 10a, 11,11a, 12-octahydro-4 , 6, 6a, 9-tetrahydroxy-5, 7-dioxo-l- 
naphthacenyl] -4 -methoxyphenyl] methyl]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 389624-94-6 CAPLUS 

CH 2-Naphthacenecarboxamide, 7- [5- [ [ (3-butoxypropyl) amino] methyl] -2- 
methoxyphenyl] -4- (dimethylamino) -1, 4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10,12,12a-tetrahydroxy-l,ll-dioxo-, (4S, 4aS, SaR, 12aS) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 

.(CH2)3^ 



HeO 




RN 389624-97-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10, 12,12a-tetrahydroxy-l, ll-dioxo-7-[4-[ [ (phenylmethyl) amino] methyl] phen 
yl]-, (4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 389624-98-0 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10,12,12a-tetrahydroxy-7-{4-(4-morpholinylmethyl)phenyl]-l, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 389624-99-1 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- [5- [ (dimethylamino) methyl} -2- 
raethoxyphenyl] -1, 4, 4a, 5, 5a, 6, 11 , 12a-octahydro-3, 10, 12, 12a-tetrahydroxy- 
1, 11-dioxo-, (4S,4BS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 389625-02-9 CAPLUS 

CN Ph05pho rami die acid, t [3-[ (6aS, lOS, lOaS, llaR) -B- (aminocarbonyl) -10- 

(diraethylamino) -5, 6a, 7, 10, 10a, 11,11a, 12-octahydro-4, 6,6a, 9-tetrahydroxy- 
S, 7-dioito-l-raphthacenyl) phenyl] methyl) pentyl-, diethyl ester (9CI) (CA 
INDEX NAME] 

Absolute stereochcRiistry. 




RN 389625-05-2 CAPLUS 

CN Benzoic acid, 3- [ (6aS, lOS, lOaS, llaR) -8- (aminocacbonyl) -10- (dimethylamino) - 
5, 6a, 7, 10, 10a, 11, 11a, 12-octahydro-4 , 6, 6a, g-tetrahydroxy-S, 7-dioxo-l- 
naphthacenyl)-, 1-methylethyl eater (9CI) tCA INDEX NAME) 

Absolute stereochemistry. 
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RH 389625-07-4 CAPLUS 

CN L-Valine, N- [ [3-( (6aS, lOS, lOaS, llaR) -8- (aminocarbonyl) -10- (dimethylamino) - 
5, 6a, 7, 10, 10a, 11, 11a, 12-octahydro-4 , 6, 6a, 9-tetrahydroxy-S, 7-dioxo-l- 
naphthacenyl] -4-methoxyphenyl]methyl] -, ethyl ester (9CI1 (CA INDEX NAME) 

Absolute stereochemistry. 



V 




RN 389625-08-5 CAPLUS 

CN L-Valine, N-t[3-t ( 6aS, lOS, lOaS, llaR) -8- (aminocarbonyl) -10- (dimethylamino) - 
5, 6a, ^A0, 10a, 11,11a, 12-octahydro-4 , 6, 6a, 9-tatrahydroxy-5, 7-dioxo-l- 
naphthacehyij -4-inethoxyphenyi'jmettiyij -, mechyi ester (SCI) (CA IKuEX 
NAME) 

Absolute stereochemistry. 
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RN 389625-09-6 CAPLUS 

CN L-Phenylalanine, N- [ [3- [ (6aS, lOS, lOaS, llaR) -8- (aminocarbonyl) -10- 

(dimethylamino) -5, 6a, 7,10,10a, 11, 11a, 12-octahydro-4, 6, 6a, 9-tetrahydroKy- 
5,7-dioxo-l-naphthacenyl)-4-methoxyphenyl]inethyl] -, ethyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 389625-10-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- [5- [[ [2- 

(diraethylamino) ethyl] amino) methyl] -2-mothoxyphenyl) -1, 4, 4a, 5, 5a, 6, 11,12a- 
octahydro-3, 10,12, 12a-tetrahydroxy-l , 11-dioxo-, (4S, 4aS, 5aR, 12aS) - (9CI) 
(CA INDEX NAME) 
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RN 38 9625-12-1 CAPLUS 

CN Carbamic acid, ( (4- [ (6aS, lOS, lOaS, llaR) -8- (aminocarbonyl) -10- 

(dimethylamino) -5, 6a, 7, 10, 10a, 11, 11a, 12-octahydro-4, 6, 6a, 9-tetrahydroxy- 
5, 7-dioxo-l-naphthacenyl] phenyl] methyl] -, 2-methylpropyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Absolute stereochemistry. 
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OTHER SOURCE (S) : MARPAT 136: 102229 

AB The 7,B and 9-3ubstituted tetracycline derivs. I (Rl - H, OHi R2, R3 - H, 
Me, OH; R4 - H, alkenyl, alkynyl, Ph, halophenyl, acyl, phenylalkynyl, 
heteroaryl, dimethyl ami no: R5 » H, Ph, nitrophenyl, halo, alkynyl; R6 - H, 
amino, acetamide, alkynylf at least one of R4, R5, and R6 is not H) and 
their phartnaceutically acceptable salts watre as antibacterial agents. 
Thus, tetracycline underwent iodi nation with NIS to give a mint, of 7- and 
9-iodotetracycline, of which the 7- isomer was treated AsPh3 in presence 
of Pd(PPh3)2C12 and Cul to give 7-phenyl tetracycline. I were screened to 
detn. their in vitro antibacterial min. inhibitory concn. (no data). 
IT 3S9S70-44-9P 369570-40-3? 389570-51-6? 
389570-52-9? --_ 

RL: PAC (Pharmacological activity) ) SPN (Synthetic preparation) i THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation); USES 
(Uses) 

(prepn, of 7,8 and 9-sub9tituted tetracycline derivs. as antibacterial 
agents) 
RN 389570-44-9 CAPLUS 
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CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro 
3, 6, 10, 12, 12a-pentahydroxy-6-raethyl-l, U-dioxo-7-phenyl-, 
(4S,4aS,5aS,6S,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 389570-48-3 CAPLUS 

CN 2-Naphthacenecarboxainide, 4- (dimethylamino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro 
3,6, 10, 12, 12a-pentahydroKy-l, ll-dioxo-7 -phenyl-, (4S, 4aS,5aS,6S, 12aS)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 339570-51-8 CAPLUS 

CN 2-Naphthaconecarboxamide, 4- (dimethylamino) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3,5, 10, 12, 12a-pentahydroxy-6-raethyl-l, ll-dioxo-7-phenyl-, 
(4S,4aR,5S,SaR,6R, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

NHe2 




RN 389570-52-9 CAPLUS 

CN 2-Naphthacenecarboxaraide, 4- (dimethylamino) -7- (4-fluorophenyl) - 

1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro-3, 5, 10, 12, 12a-pentahydroKy-6-raethyl-l, 11 



L8 ANSVER 2 OF 6 CAPLUS COPYRIGHT 2002 ACS (Continued) 
dioxo-, (4S,4aR, 5S,5aR, 6R, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OTHER SOURCE(S)i MARPAT 136:53633 

AB 7-Phenyl-substituted tetracycline compds., such as I [R4, R4' - aXkyl; R5 

- H, OH or prodrug moiety; R6, R6' - independently H, OH, alkyl, or taken 
together, alkenyli R7 - (substituted) phenyl] , and pharmaceutically 
acceptable salts thereof, are prepd. Thus, 7-phenylsancycline I (R4, R4' 

- Me» R5, R6, R6' - H; R7 - Ph) was produced from sancycline I {R4, R4* - 
Me; R5, R6, R6*, R7 - H) through iodination at the 7-position with 
N-iodosuccinimide followed by palladium catalyzed coupling with 
phenylboronic acid in a combined 4 21 yield. An in vitro min. inhibitory 
concn. (MIC) assay used to dot, the efficacy of I against common bacteria 
is described (no data). Addnl,, methods of treating tetracycline 
responsive states, and pharmaceutical compns, contg. the 
7-phenyl-substituted tetracycline con^s are also described. 

IT 263760-96-9P, 7-PhenylsancycUne 263760-98-lP, 

7- (4-Fluorophenyl)9ancycline 2637«0-99-2P, 7-(4- 

Chlorophenyl) sancycline 330627-26-4P, 7, 9- Di phenyls an eye line 

3e0435-64-3P, 7- (2-Fluorophenyl) sancycline 3B0435-65-4P, 

7- {2-Chlorophenyl) sancycline 380435-66-5?, 7- (2- 

Bromophenyl) sancycline 380435-67-6P, 7- (2-Iodophenyl) sancycline 

380435-66-7?, 7- (3-Fluorophenyl ) sancycline 380435-69-SP, 

7- (3-Chlorophenyl) sancycline 3B0435-70-1P, 7-(3- 

Bromophenyl) sancycline 3B0435-72-3P, 7- (3-1 odophenyl) sancycline 

380435-73-4?, 7- (4 -Broroophenyl) sancycline 380435-74-5?, 

7- (4 -I odophenyl) sancycline 3B0435-75-6P, 7-(4- 

Trichloromethylphenyl) sancycline 360435-76-7P, 

7- (4-Trif luoromethylphenyl) sancycline 380435-77-Bp, 

7- (4-Tribcomomethylphenyl) sancycline 380435-78-9?, 

7- (4-TriiodoaBthylphenyl) sancycline 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation)! USES 
(Uses) 

(prepn. of 7-phenyl-sub3tituted tetracycline compds. and methods of 
treating tetracycline responsive states) 
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RN 263760-96-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylaiaino) -1,4, 4a, 5, 5a, 6, 11, 12a-octshydro- 




OH 0 OH O 0 OH 0 OH 0 0 



RN 263760-98-1 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (diinethyJ.aRU.no) -7- (4 -fluorophenyl) - 

1, 4, 4a, S, Sa,6, 11 , 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 




OH O OH O 0 



RN 263760-99-2 CAPLUS 

ON 2-NaphthacGnecarboxandde, 7- (4-chlorophenyl) -4- (dimethylamino) - 

l, 4,4ii; j/ja,-C, ll,125-oct2h.ydrc-3, :0, 12, 12a-tetrahydroyy-l 1,1-Hiown-. 
(4S,4aS,5aR,12aS)- (9CI| (CA INDEX NAME) 

Absolute stereochemiotry. 



RN 330627-26-4 CAPLUS 

CN 2-NaphthacenecarboxaRiide, 4- (dimethyl ami no) -1, 4 , 4a, S, 5a, 5, 11, 12a-octahydro- 
3, 10, 12, 12a-totrahydroxy-l,ll-dioxo-7, 9-diphenyl-, (4S, 4aS,5aR, 12aS) - 
(9CI) {CA INDEX NAHE] 

Absolute stereochemistry. 




OH O OH O O 



RN 380435-64-3 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- (2-f luorophenyl) - 

l,4,4a,5,Sa,6,ll, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-1, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH O OH O 
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RN 380435-65-4 CAPLUS 

CN 2-Haphthacenecarboxamide, 7- (2-chlorophenyl) -4- (dimethylamino) - 

1, 4, 4 a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- te t cahydroxy-1 , 11-dioxo- , 
(4S,4aS,5aR,12aS)- (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 




OH 0 OH O O 



RN 380435-66-5 CAPLUS 

CN 2-Naphthacenecarbaxamide, 7- (2-bromophenyl) -4- (dimethylamino) - 

1, 4, 4a, 5, 5a, 6, 11, l2a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH O OH 0 O 



RH 390435-67-6 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, l2a-tetrahydroxy-7- (2-iodophenyl) -1, 11-dioxo-, (4S, 4aS, 5aR, 12aS) - 
(9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 
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OH O OH 0 O 



RN 330435-6B-7 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- (3-f luorophenyl) - 

1,4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-1, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 




OH O OH O 



RN 380435-69-8 CAPLUS 

CN 2-Naphthacenecarboxaraide, 7- (3-chlorophenyl) -4- (dimethylamino) - 

1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroKy-l, 11-dioxo-, 
(4S,4aS,SaR,12aS)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 




OH 0 OH 0 O 



RN 380435-70-1 CAPLUS 
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CN 2-Naphthacenecarboxainide, 7- (3-bromophenyl) (diraothylaraino) - 

1,4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 

(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute atereochemiatry. 
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RN 390435-72-3 CAPLUS 

CN 2-Naphthacenecacboxandda, 4- (dimethyl ami no) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetcahydroxy-7- (3-iodophQnyl) -1, 11-dioKo-, (4S, 4aS, 5aR, 12aS) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 380435-73-4 CAPLUS 

CN 2-HaphthacenecarboxaiTdde, 7- (4-broinophenyl) -4- (dimethylamino) - 
1, 474a, iia, 6,Ti,'i'2a-octahydro-3', 10, 12, i2a-tetrahydroxy-l, 11 -d 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 3B0435-74-5 CAPLUS 

CN 2-Naphthacenacarboxamide, 4- (dinethylanino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-7- (4-iodophenyl) -1, 11-dioxo-, (4S,4aS, 5aR, 12aS) - 
{9CI) (CA INDEX NAME) 

Absolute stereochenistry. 




380435-75-6 CAPLUS 

2-Naphthacenecarboxaniide, 4- (dimethylamino) -1,4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a- tet rahyd roxy-1, 11-di 0X0-7- [4- (tcichloromathyl) phenyl] -, 



Absolute stereochemistry. 
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CCI3 




LB ANSWER 3 OF 6 CAPLUS COPYRIGHT 2002 ACS (Continued) 
CBr3 




RH 380435-76-7 CAPLUS 

CN 2-Naphthacenecarbaxamide, 4- (dimethylamino) ~1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydco- 
3, 10, 12, 12a-tetrahydroxy-l, ll-dioKO-7- {4 - (trifluoromethyl) phenyl) -, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 380435-78-9 CAPLUS 

CN 2-Naphthacenecarboxand.da, 4- (diraethylandno) -1 , 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10,12,12a-tetrahydroxy-l,ll-dioxo-7-t4 - (triiodomethyDphenyl}-, 
(4S,43S,SaR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





380435-77-e CAPLUS 

2-Naphthacenecarboxamide, 4- (dimethylamino] -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-l, ll-dioxo-7- (4- (tribromoroethyl) phenyl] -, 
(4S,4aS, 5aR, 12aS) - (9CI) (CA INDEX NAME) 



REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Absolute stereochemistry. 
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7-phenyl-9ub3tituted tetracycline compds. and methods 

of treating tetracycline responsive states 

Nelson, Hark; Isaail, Hoharaed Y. 
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PCT Int. Appl., 32 pp. 

COOEN: PIXXD2 

Patent 

English 
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PATENT NO. 
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PRIORITY APPLN. INFO.: U5 2000-21203OP P 20000616 

US 2000-212471P P 20000616 
OTHER SOURCE(S): MARPAT 136:37446 

AB 7-Phenyl-substituted tetracycline coinpds. of formula I (Rl, R2 - allcyl; R3 
- H, OH or prodrug moietyj R4, R5 - independently H, OH, alkyl, or, taken 
together, alkenyli R6 - (substituted) phenyl] which are substantially free 
of positional isomers, are prepd. Thus, 7- (3-nitrophenyl) aanclycine (II) 
was produced from sanclycine through iodination at the 7-position with 
N-iodo3uccinimid6 followed by palladium catalyzed coupling with 
3-nitrophenylboronic acid in a combined 321 yield. An in vitro min. 
inhibitory concn. (HIC) assay used to det. the efficacy of tetracycline 
con^s. against common bacteria (no data) is described. Addnl., methods 
of treating tetracycline responsive states, and pharmaceutical compns. 
contg. the 7-phenyl-substituted tetracycline compds are also described. 
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(7-phenyl-substituted tetracycline compds. and methods of treating 
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tetracycline responsive states) 
RN 263760-96-9 CAPLUS 

CN 2-N8phthacenecarboxamide, 4- (dimethylaoino) -1, 4 , 4a, 5. 5a, 6, 11, 12a-octahydro- 
3.10,12,12a-tetrahydroKy-l, ll-diQxo-7-phenyl-, (4$, 4aS, 5aR, 12aS) - (9CI) 
(CA INDEX NAHE) 

Absolute stereochemistry. 




RN 263760-98-1 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylaraino) -7- t4-f luorophenyl) - 

1,4,4a, S, Sa, 6, 11 , 12a-octahydro-3, 10, 12, 12a-tetrahydroKy-l, 11-dioxo-, 
(4S,4aS,SaR, 12aS)- (9C1) (CA INDEX NAHE) 

Absolute stereochemistry. 




RN 263760-99-2 CAPLUS 

CN 2-Naphthacenecarboxamide. 7- (4-chlorophenyl) -4- (dimethyl ami no) - 

(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX* NAME) ' ' 

Absolute stereochemistry. 
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CI 




OH 0 OH 0 O 



RN 263761-02-0 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7-(4- (dime thylami no) phenyl] - 
1, 4, 4 a, S, 5a, 6. 11, 12a-octahydro-3. 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(45,4a5,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH O OH 0 O 



RN 330627-26-4 CAPLUS 

CN 2-Naphthacenecarboxainide, 4- (dimethylamino) -1 , 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-l, n-dioxo-7, 9-diphenyl-, (4S, 4aS, 5aR, 12aS) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH O OH O 0 



LB ANSWER 4 OF 6 CAPLUS COPYRIGHT 2002 ACS (Continued) 
RN 380435-62-1 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dime thy land no) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-7- (3-nitrophenyl) -1, 11-dioxo-, (45, 4aS, 5aR, 12aS) - 
(9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



O2N, 




RN 380435-63-2 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (3-aminophenyl) -4- (dimethylamino) - 

1,4, 4a, 5, 5a, 6, 11, 12a-oGtahydro-3, 10, 12, 12a- tetrahydroxy-1, 11-dioxo-, 
{4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 




RN 3B0435-64-3 CAPLUS 

CN 2-Naphthacenecarboxaaide, 4- (dimethylamino) -7- (2-f luorophenyl) - 

1, 4, 4a, 5, 5a, 6, ll,12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,l2aS)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 
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RN 380435-65-4 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (2-chIorophenyl) -4- (dimethylamino) - 

1, 4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute ateraochemiatry. 




RN 380435-66-5 CAPLUS 

CN 2-NaphthacGnecarboxamide, 7- (Z-bromophenyl) -4- (dimethylamino) - 

1, 4, 4a, 5, Sa, 6, 11, 12a-octahydr'o-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Abaolute stereochemistry. 
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RN 380435-67-6 CAPLUS 

CN 2-Naphthacen6carboxamide, 4- (dimethylamino) -1, 4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-7- (2-iodophenyl) -1, 11-dioxo-, (4S, 4aS, 5aR, 12aS) - 
(SCI) (CA INDEX NAME) 

Abaolute stereochemistry. 




RN 380435-69-7 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- (3-fluorophenyl) - 

1, 4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereocheoiatry. 




RN 380435-69-8 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (5-chioroph«nyi) -4- (uIm«iLiiyliiuiiriO) - 

1, 4,4a, 5, Sa, 6, 11 , 12a-octahydro-3, 10,12, 12a- tetrahydroxy-1, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Abaolute stereochemistry. 



OH O OH O 0 
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OH O OH 0 0 



RN 380435-70-1 CAPLUS 

CN 2-Naphthacenecarboxanu.de, 7- (3-bromophenyl) -4- (dimethylamino) - 

1,4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-1, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute atereochemiatry. 
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RN 380435-73-4 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- t4-bromophenyl) -4- (dimethylandno) - 

1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10,12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- t9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Br 




OH 0 OH O O 




RN 380435-72-3 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-7- (3-iodophenyl) -1, 11-dioxo-, (4S,4aS, 5aR, 12aS) - 
(9CI) (CA INDEX NAME) 

Absolute atereocheRd.3try. 




RN 380435-74-5 CAPLUS 

CN 2-Naphthacenecarboxaraide, 4- (dimethylamino) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10, 12, 12a-tetrahydroxy-7- (4-iodophenyl) -1, 11-dioxo-, {4S, 4aS, SaR, 12aS) - 
(9CI) (CA INDEX NAME) 

Abaolute stereochemistry. 




RN 380435-75-6 CAPLUS 

CN 2-Naphthaconecarboxamide, 4- (dimethylamino) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10,12, 12a-tetrahydroxy-l , ll-dioxo-7- [4 - ( trichloromethyl) phenyl] -, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute atereochemiatry. 
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OH O OH O O 



RN 380435-76-7 CAPLUS 

CN 2-Naphthacenecarboxandde, 4- (diraethylairdno) -1,4, 4a, 5, Sa, 6, 11, 12a-octahydco- 
3,10,12,12a-tetrahydroxy-l, ll-dioxo-7- [4- (trif luoromethyl) phenyl} 
(4S,4aS,5aR,12aS)- (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 




OH O OH O O 



RN 3B0435-77-8 CAPLUS 

CN 2-Naphthacenecarboxaniide, 4- (dimethylaniino) -1, 4, 4a, S, Sa, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-l, ll-di.o>to-7-[4- ( t rib romomethyl) phenyl] -, 
{4S,4aS,5aR, i2aS)- (9C1) {CA INDEX NAME) 

Absolute stereochemistry. 
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OH 0 OH 0 O 



RN 380435-7B-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (diraethylamino) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroity-l, ll-dioxo-7- [4- (triiodomethyl) phenyl] 
|4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereocheinistry. 




OH 0 OH 0 0 



RN 380435-79-0 CAPLUS 

CN 2-NaphthacenecarbOKamide, 7- (2-aminophenyl) -4- (dimethylamino) - 

1,4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydcoxy-l, 11-dioxo-, 
(4S,4aS, 5aR, 1233) - (yClJ (CA INUfiA NAMij 

Absolute stereochemistry. 
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RN 380435-B0-3 CAPLUS 

CN 2-Naphthacenecarboxaniide, 4- (dimethyl and no) -7-[2- (dimethylamino) phenyl] - 
1, 4, 4a, S, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,lZaS)- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 380435-81-4 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (2- (diethylamino) phenyl] -4- (dimethylamino) - 
1,4, 4 a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5an,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 380435-82-S CAPLUS 

CN 2-Naphthacenecarboxaiidde, 4- (dimethylamino) -7- (2- ( dip ropyl ami no) phenyl] - 
i, 4, 4a, 5, 5a, 6, 11, 12a-octahydLo-3, 10, 12, 12ii-tetrdhydioxy-l, il-dioxo-. 



L8 ANSWER 4 OF 6 CAPLUS COPYRIGHT 2002 ACS (Continued) 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 380435-83-6 CAPLUS 

CN 2-Naphthacenecarboxanu.de, 7- (2- (dibutylamino) phenyl) -4- (dimethylamino) - 
1,4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-l, 11-dioxo-, 
{4S,4aS, 5aR, 12aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 390435-84-7 CAPLUS 

CN 2-Naphthacenecarboxaiiu.de, 4- (dimethylamino) -7- [3- (dlmethylaiaino) phenyl] - 
1,4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MejN. 
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RN 3a043S-BS-B CAPLUS 

CM 2-Naphthacenecarboxamide, 7-13- (diethylanilno) phenyl] -4- (diroethylamino) - 
l,4,4a,5,5a,6,ll,12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute otoceochendatry. 



EC2N, 




RN 380435-86-9 CAPLUS 

CN 2-Naphthacenecarboxatnide, 4- (dimethylarnlno) -7- [3- {dipropylami no) phenyl) - 
1, 4, 4a, 5, 5a, 6, ll,12a-octahydro-3, 10, 12, 12a- tetrahydroxy-1, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



(n-Pr)2N, 




RN 380435-87-0 CAPLUS 

CN 2-Naphthacenecacboxamide, 7- [3- (dibutylamino) phenyl] -4- (dimethylamino) - 
1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10,12, 12a- tetcahydroxy-1, 11-dioxo-, 
(45,4aS,5aR,12aS)- {9CI) (CA INDEX NAME) 

Absolute stereochendstry. 



LS ANSWER 4 OF 6 CAPLUS COPYRIGHT 2002 ACS (Continued) 




OH O OH O O 



RN 380435-91-6 CAPLUS 

CN 2-Naphthacenecarboxariide, 4- (dimethylamino) -7-[4- (dipropylamino)phenyl] - 
1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 1 2a- tetrahydroxy-1, 11-dioxo-, 
(4S, 4aS, 5aR, 12aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 0 OH 0 0 



RH 380435-92-7 CAPLUS 

CH 2-Naphthacenecarboxaraide, 7-[4- (dibutylamino) phenyl] -4- (dimethylamino) - 
1,4,4 a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-totrahydroxy-l, 11-dioxo-, 
(4S,4aS,SaR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(n-Bu)2N, 




RN 380435-88-1 CAPLUS 

CN 2-Naphthacenecarbox3mide, 7- (4 -aminophenyl) -4- (dimethylamino) - 

1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10,12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S, 4aS,5aR, 12aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 0 OH 0 0 



RN 380435-89-2 CAPLUS 

CN 2-Naphthacenecarboxamide, 7-t4- (diethylamino) phenyl] -4- (dimethylamino) - 
1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-l, 11-dioxo-, 
(4S, 4aS, 5aR, 12aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OH 0 OH O O 



IT 263761-01-9 360435-93-6 

RL: PAC (Pharmacological activity)? THU (Therapeutic use); BIOL 
(Biological study) i USES (Uses) 

(7-phenyl- substituted tetracycline compds. and methods of treating 
tetracycline responsive states) 
RH 263761-01-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-7- (4-nitcophenyl) -1, 11-dioxo-, (4S,4aS, 5aR, 12aS)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 0 OH O 0 



RN 3B0435-93-8 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroiry-7- (2-nitrophenyl) -1, 11-dioxo-, (4S, 4aS, SaR, 12aS) - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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OTHER SOURCE(S): CASREACT 134:252206» MARPAT 134:252206 

AB Substituted tetracyclinrderivs. vere prepd. by coinbining a reactive 

tetracycline-based precursor and a reactive org. substituent precursor in 
the presence of a transition metal catalyst. In one embodiment of the 
invention, a substituted tetracycline corapd. may be prepd. by combining a 
reactive tetracycline -based precursor conipd. such as an arene tetracycline 
diazonium salt, and a reactive org. substituent precursor, e.g., alkenes, 
substituted alkenes, vinyl monomers, aroms. and heteroaroms. , in the 
presence of a transition metal catalyst, such as palladium chloride, under 
conditions such that a tetracycline compd. substituted with the org. 
substituent is formed. Such compds. may optionally act as intermediates 
for making other compds., e.g., hydroge nation of unsatd. groups on the 
substituent. Thus, sancycline-HCl was treated with N-iodosuccininiide in 
coned. H2S04 to give 6l\ V-iodosancycline and 22% 7, 9-diodo3ancycline. 
7-Iodosancycline was added to a degassed soln. of HeOH contg. Na2C03 and 
■Pd(0Ac)2 and then 4-chlorophenylbroonic added to give 7-(4- 
chlorophenyl) sancycline (I). Antibacterial activity of several derivs. 
was tabulated. 



RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) > IMF (Industrial manufacture); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 

(methods of prepg. substituted tetracyclines with transition 
metal-based chemistries) 
RN 263760-99-2 CAPLUS 

CN 2-Naphthacenecarboxamide, 7- (4-chlorophenyl) -4- (dimethylamino) - 

1,4, 4 a, 5, Sa, 6, 11 , 12a-octahydro-3, 10,12, 12a-tetrahydroxy-l, 11-dioxo-, 
{4S,4aS,5aR, 12aS)- (9CI) (CA INDEX NAME) 
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RN 330627-26-4 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroKy-l, ll-dioxo-7, 9-diphenyl-, (4S, 4aS, 5aR, 12aS) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 263761-01-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino] -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10,12, 12a-tetrahydraxy-7- {4-nitrophenyl) -1, 11-dioxo-, {4S, 4aS, 5aR, 12aS) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 263760-9a-lP 2e3761-01-gp 

RL: IMF (Industrial manufacture) i SPN (Synthetic preparation); PREP 
(Preparation) 

(methods of prepg. substituted tetracyclines with transition 
metal-based chemistries) 
RN 263760-98-1 CAPLUS 

CH 2-Naphthacenecarboxaraide, 4- (dimethylamino) -7- (4-fluorophenyl) - 

1,4,4a, 5, Sa,6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The synthesis of 7-3ubstituted tetracycline derivs. has been accomplished 
in high yield from 7-halotatracyclines by modified Suzuki and Stille 
coupling protocols. These novel derivs. may serve as a new class of 
tetracycline antibiotics effective against multi-antibiotic-resistant 
bacteria. 

IT 263760-96-9P 263760-98-lP 2S3760-99-2P 
263761-01-9P 263761-02-OP 

RL: SPN (Synthetic preparation) i PREP (Preparation) 
(synthesis of 7-aub3tituted tetracycline deriva.) 
RN 263760-96-9 CAPLUS 

CH 2>Naphthacenecarboxamide, 4- (dimethylamino) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10,12,12a-tetrahydroxy-l, ll-dioxo-7-phenyl-, (4S, 4aS, 5aR, 12aS) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 263760-98-1 CAPLUS 

CN 2-Naphthacenecarboxandde, 4- (dimethylamino) -7- (4-fluorophenyl) - 

1,4, 4 a, 5, 5a,5, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR, 12aS)- (SCI) (CA INDEX NAME) 

Absolute atereochemiatry. 
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RN 263760-99-2 CAPLUS 

CN 2-Naphthacenecarboxataide, 7- (4 -chlorophenyl) -4- (dimethylamino) - 

1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- tetrahydroxy-1, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute atereochemiatry. 




RN 263761-01-9 CAPLUS 

CN 2-NaphthacBnecarboxamide, 4- (dimethylamino) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-7- (4-nitrophenyl) -1, 11-dioxo-, (4S, 4aS, 5aR, 12aS) - 
(3CI) (CA IiiDEX tiAnE) 

Absolute stereochemistry. 
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RN 263761-02-0 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -7- [4- (dimethylamino) phenyl) - 
1,4 , 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-l, 11-dioxo-, 
(4S,4aS,5aR,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PATENT NO. 
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APPLICATION NO. DATE 

VO 2001-US20766 20010629 



PRIORITY APPLN. INFO.: US 2000-215760P 20000707 

US 2001-275576P 20010313 

AB 7-Sub3tituted tetracycline derivs., such as I [R7 - N02, alkyl, alkenyl, 
alkynyl, aryl, alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, 
alkylaniino, arylalkyl, amino, arylalkenyl, arylalkynyl, aminoalkyl, etc.], 
were prepd. for therapeutic use as antibacterial agents. Thus, 
7-phenylsancycline I (R7 » Ph) was prepd. in 42% yield by arom. coupling 
reaction of 7-iodo3ancycline I (R7 - iodo) with PhB(0H)2 using Pd(0Ac>2 
and Na2C03 in MeOH under an argon atm. at r.t. for 2 h. The prepd. 
tetracycline derivs. were tested for antibacterial activity against 
Escherichia coli, Enterococcus hirae, and Staphylococcus aureus. 
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MPL: claim 1 
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W: AE, AG, AL, AM, AT, AU, A2, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI , GB, GO, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 
LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, N2, PL, PT, 
RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, UZ, 
VN, YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 
BJ, CF, CG, CI, CM, GA, GN, GW, ML, HR, NE, SN, TD, TG 
WO 2002012170 Al 20020214 WO 2000-US2a366 20000804 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CR, 
CU, CZ, DE, DK, DM, DZ, EE, ES, FI , GB, GD, GE, GH, GH, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, K2, LC, LK, LR, LS, LT, LU, 
LV, HA, MD, MG, MK, MN, MW, MX, HZ, NO, NZ, PL, PT, RO, RU, SD, 
SE, SG, SI, SK, SL, TJ, TH, TR, TT, TZ, UA, UG, U2, VH, YU, ZA, 
2W, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, 
CF, CG, CI, CH, GA, GN, GV, ML, HR, NE, SN, TD, TG 

US 2000-216656P 20000707 
WO 2000-US21366 20000804 
The 7,8 and 9-3Ub5tituted tetracycline derivs. I (Rl - H, OH; R2, R3 - H, 
He, OH; R4 - H, alkenyl, alkynyl, Ph, halophenyl, acyl, phenylalkynyl, 
heteroaryl, dime thy land no: R5 - H, Ph, nitrophenyl, halo, alkynyl; R6 - H, 
amino, acetamide, alkynyl; at least one of R4, R5, and R6 is not H) and 
their pharraaceutically acceptable salts were as antibacterial agents. 
Thus, tetracycline underwent iodination with NIS to give a raixt. of 7- and 
9-iodotetracycline, of which the 7- isomer was treated AsPh3 in presence 
of Pd(PPh3)2C12 and Cul to give 7-phenyltetracycline. I were screened to 
detn. their in vitro antibacterial min. inhibitory concn. (no data) . 
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PRIORITY APPLN. INFO.: US 1999-154701P 199909H 

AB 7-Phenyl-substituted tetracycline compds., such as I [R4, R4 * - alkyli R5 

- H, OH or prodrug moiety; R6, R6' - independently H, OH, alkyl, or taken 
together, alkenylt R7 - (substituted) phenyl} , and pharmaceutically 
acceptable salts thereof, are prepd. Thus, 7-phenylsancycline I (R4, M' 

- Me; R5, R6, R6' - Hj R7 ■ Ph) vas produced from oancycline I (R4, R4' - 
He; R5, R6, R6', R7 - H) through iodination at the 7-position with 
N-iodosuccinimide followed by palladium catalyzed coupling with 
phenylboronic acid in a combined 4 21 yield. An in vitro rain, inhibitory 
concn. (MIC) assay used to det. the efficacy of I against common bacteria 
is described (no data). Addnl., methods of treating tetracycline 
responsive states, and pharmaceutical compns. contg. the 
7-phenyl-sub3tituted tetracycline compds are also described. 

ksth I 
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INFO.: 










US 2OO0-212O30P 


20000616 







US 2000-212471P 20000616 
7-Phenyl-sub3tituted tetracycline compds. of formula I (Rl, R2 - alkyl; R3 
- H, OH or prodrug moiety; R4, R5 - independently H, OH, alkyl, or, taken 
together, alkenyl; R6 - (substituted) phenyl] which are substantially free 
of positional isomers, are prepd. Thus, 7- (3-nitrophenyl) sanclycine (II) 
was produced from sanclycine through iodination at the 7-position with 
N-iodosuccinimido followed by palladium catalyzed coupling with 
3-nitrophenylboronic acid in a combined 32* yield. An in vitro rain, 
inhibitory concn. (MIC) assay used to det. the efficacy of tetracycline 
compds. against common bacteria (no data) is described. Addnl., methods 
of treating tetracycline responsive states, and pharmaceutical compns. 
contg. the 7-phenyl-3ubstituted tetracycline compds are also described. 
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AB Substituted tetracyclinrdarivs. were prepd. by combining a reactive 

tetracycline-based precursor and a reactive org. substituent precursor in 
the presence of a transition metal catalyst. In one einbodiment of the 
invention, a substituted tetracycline compd. may be prepd. by combining a 
reactive tetracycline-based precursor compd. such as an arene tetracycline 
diazoniuni salt, and a reactive org. substituent precursor, e.g., alkenes, 
substituted alkenes, vinyl monomers, aroms. and heteroaroms. , in the 
presence of a transition metal catalyst, such as palladium chloride, under 
conditions such that a tetracycline compd. substituted with the org. 
substituent is formed. Such compds. may optionally act as intermediates 
for making other compds., e.g., hydrogenation of unsatd. groups on the 
substituent. Thus, sancycline-HCl was treated with N-iodosuccinimide in 
coned. H2S04 to give 611 7-iodo3ancycline and 221 7, 9-diodo3ancycline. 
7-Iodosancycline was added to a degassed soln. of MeOH contg. Na2C03 and 
Pd(0Ac)2 and then 4-chlorophenylbroonic added to give 7-(4- 
chlorophenyl) sancycline (I). Antibacterial activity of several derivs. 
was tabulated. 
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=> d his 

(FILE 'HOME* ENTERED AT 14:05:08 ON 06 AUG 2002) 

FILE 'REGISTRY* ENTERED AT 14:05:48 ON 06 AUG 2002 

LI STRUCTURE UPLOADED 

L2 3 S LI 

L3 88 S LI FULL 

FILE 'USPATFULL* ENTERED AT 14:07:12 ON 06 AUG 2002 

L4 1 S L3 

FILE * REGISTRY' ENTERED AT 14:08:10 ON 06 AUG 2002 

L5 STRUCTURE UPLOADED 

L6 86 S L5 FULL SUB=L3 

FILE 'USPATFULL' ENTERED AT 14:11:10 ON 06 AUG 2002 

L7 0 S L6 

FILE 'CAPLUS' ENTERED AT 14:11:22 ON 06 AUG 2 002 
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LIO 5 S L6 FULL 
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